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Amendments to the Specification: 

Please replace paragraph [0014] in the specification with the following: 
[0014] In one embodiment, the invention is directed to pharmaceutically active compounds 
of formula I: 



is -OR^ -NR^R^ -COOR^ -CONRV, or -CH2OH; 
each R^ is independently H, alkyl, cycloalkyl, alkylcycloalkyl, or aredkyl; 
each R^ is independently H, alkyl, aralkyl, or aryl; 
R^, R^ R^, and R^ are selected such that: 

R^ and R^ together form -(CH2)q-, where q is 2 to 4, R^ is alkyl, and R"^ is H; or 
R^ and R^ together with the carbon atoms to which they are attached form a fused 
carbocycle, R"* is alkyl, and R^ is H; 
R^ is H or -(CHR^)mW; 

each R^ is independently H, alkyl, cycloalkyl, alkylcycloalkyl, aryl, aralkyl or 
heteroaryl; 

W is H, alkyl, cycloalkyl, alkylcycloalkyl, heterocycloalkyl, alkylheterocycloalkyl, 
aryl, heteroaryl, -CH2OH, -CHaOR^ or -C(=0)R^^ 
R'^is-OR^or-NRV^; 

R*^ is H, alkyl, aralkyl, aryl or -(CHR% C(-0)R^^; 

r'^ is -OR^ or -NR^R^; 

m is an integer from 1 to 4; and 

n is an integer from 1 to 4; 

provided that when R^ is -OH, then W is heterocycloalkyl, alkylheterocycloalkyl, 
-CH2OH, or -C(=0)R^^; and when R^ is -OH and W , is heterocycloalkyl or 




I 



wherein: 
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alkylheterocycloalkyl in which the heterocyclic ring moiety of the heterocycloalkyl or 
alkylheterocycloalkyl contains only one heteroatom, wherein the heteroatom is nitrogen, then 
the heterocyclic ring moiety is connected to -(CHR^)m- through a heterocyclic ring carbon 



or a stereoisomer, prodrug, pharmaceutically acceptable salt, hydrate, solvate, acid 
hydrate, N-oxide or isomorphic crystalline form thereof. 

Please replace paragraph [0028] in the specification with the following: 
[0028] As used herein, "fused carbocycle" is intended to mean any optionally substituted 
stable 7- to 13-membered bicyclic or tricyclic carbon ring system, any of which may be 
saturated, partially unsaturated, or aromatic. Li the 6-membered aromatic portion of any 
fused carbocycle, one to three carbon atoms may be optionally replaced by nitrogen atoms, 
hi fused carbocycles containing a 5-membered aromatic ring, at least one carbon in the 5- 
membered ring portion must be replaced with an oxygen, nitrogen, or sulfur atom, two 
carbons may be optionally replaced with a sulfur atom and a nitrogen atom, an oxygen atom 
and a nitrogen atom, or two nitrogen atoms; or three carbon atoms may be optionally replaced 
with three nitrogen atoms. Examples of such fused carbocycles include, but are not limited 
to, tetrahydroindene, tetrahydronaphthalene, 5,6,7,8,8a,9, 1 0,1 0a-octahydro-2,3,6-triaza- 
anthracene, 4,4a,5,6,7,8,8a,9-octahydro-2H-pyrrolo [3,4-g]isoquinoline, 4,4a,5,6,7,8,8a,9- 
octahydro-furo[3,4-g]isoquinoline, and tetrahydro-anthracene. 



Please replace paragraph [0062] in the specification with the following: 
[0062] Accordingly, in one embodiment, the present invention provides compounds of 
formula I: 



atom; 
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wherein: 

is -OR^ -NR^R^ -COOR^ -CONRV, or -CHaOH; 
each R^ is independently H, alkyl, cycloalkyl, alkylcycloalkyl, or aralkyl; 
each R^ is independently H, alkyl, aralkyl, or aryl; 
R^, R^ R"*, and R^ are selected such that: 

R^ and R^ together form -(CH2)q-, where q is 2 to 4, R^ is alkyl, and R"* is H; or 
R^ and R^ together with the carbon atoms to which they are attached form a fused 
carbocycle, R"^ is alkyl, and R^ is H; 
R^ is H or -(CHR^)mW; 

each R^ is independently H, alkyl, cycloalkyl, alkylcycloalkyl, aryl, aralkyl or 
heteroaryl; 

W is H, alkyl, cycloalkyl, alkylcycloalkyl, heterocycloalkyl, alkylheterocycloalkyl, 
aryl, heteroaryl, -CH2OH, -CH20R^, or ~<:(=0)R^^; 
R'^is -OR^or-NRV^; 

R^^ is H, alkyl, aralkyl, aryl or -(CHR\ C(=0)R^^ 

R^^ is -OR^ or -NRV; 

m is an integer from 1 to 4; and 

n is an integer from 1 to 4; 

provided that when R^ is -OH, then W is heterocycloalkyl, alkylheterocycloalkyl, 
-CH2OH, or -C(=0)R^^; and when R^ is -OH and W is heterocycloalkyl or 
alkylheterocycloalkyl in which the heterocyclic ring moiety of the heterocycloalkyl or 
alkylheterocycloalkyl contains only one heteroatom, wherein the heteroatom is nitrogen, then 
the heterocyclic ring moiety is connected to -(CHR^)m- through a heterocyclic ring carbon 
atom; 



Page 4 of 28 



DOCKET NO.: ADOL-0712 PATENT 

Application No 10/798,664 

Office Action Dated: March 31, 2005 

or a stereoisomer, prodrug, pharmaceutically acceptable salt, hydrate, solvate, acid 
hydrate, N-oxide or isomorphic crystalline form thereof. 

Please replace paragraph [0072] in the specification with the following: 
[0072] hi certain more preferred embodiments of compounds of formula I, 

RSs: 

-(CHR^L,.^ ^.W or -(CHR^>^.,^W .(CUR^)^_,^W or -(CHRVi-s^W 

wherein R^^ is H, alkyl, cycloalkyl, alkylcycloalkyl, aryl, aralkyl or heteroaryl. More 
preferably, R^^ is aralkyl. Even more preferably, R^^ is benzyl. In certain even more 
preferred embodiments of compounds of formula I, 

R^s: 

-(CHR9)^.,^W -(CHRVi^W 
R9a H R9a H . 



hi other even more preferred embodiments of compounds of formula I, R^ is: 

-(CHR»)^..^ -(CHR9)„.,^W 
rfR^ H 



Please replace paragraph [0080] in the specification with the following: 
[0080] In other preferred embodiments, the compounds of formula I have the formula Ilia 
or nib: 

«r3 




I I I M t M I I 



Ilia lUb 
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More preferably, the compounds of formula I are of formula ma. More preferably still, when 
compounds of formula I are of formula Ilia, R' is -OR^, -NR^R^, or -CONR^R^. Still more 
preferably, when compounds are of formula Ilia and R* is -OR^, -NR^R^, or -CONR^R^, then 
R^ is 

-(CHR^)^.,>^ or -(CHR^>^.t^W .(CHRVi^W or -(CHR9)^.,^W 

R9a^H HR^ R9a^H ^L^l 

and 

R^^ is H, alkyl, cycloalkyl, alkylcycloalkyl, aryl, aralkyl or heteroaryl. 
Yet more preferably, when compoimds of formula I are of formula Ilia, 
R* is -OR^ -NRV or -CONRV; 
rSs: 

-(CHR^L 1 ^ or -(CHR\.i>^W -(CHR^)^. w or -(CHRVi-^W 

and 

W is aryl, -CH2OH, or -C(=0)R'^ 



Please replace paragraphs [0086] through [0091] in the specification with the 
following: 

[0086] hi another preferred embodiment of compounds of formula Ilia, 
R^is: 



-(CHR9)^.,^^W -(CHRVi-^W 
R'^ H RfLiL; 



W is -CH2OH; 
R' is -NRV; 

is methyl; 
R' and R' are each H; 

R* is -CH2CH3; 
R^^ is benzyl; and 
m is 2. 



[0087] 



In another preferred embodiment of compounds of formula Ilia, 
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RSs: 



H 



W is -CH2OH; 

R' is -NR^R^ 

R^ is methyl; 

R' and R^ are each H; 

R^ is -CH2CH3; 

R^^ is benzyl; and 

m is 2. 



[0088] In another preferred embodiment of compounds of formula Ilia, 
R^is: 

-(CHR9)^.,^^ W -(CHR9U.,>^W 
R9a H r9° H : 

R' is -or'; 

W is -C(=0)R"'; 

R'Ss -OR'; 

R is methyl; 

each R' and R^ is H; 

R^^ is benzyl; and 

m is 2. 

[0089] In another preferred embodiment of compounds of formula Ula, 
R^is: 

-(CHRVi^^ W -(CHR9)„.,-^W 
R9a H R^^ H: 

R' and R'^ are each -OR'; 

Wis-C(=0)R'°; 

R'°is-NR'R"; 



R^ is methyl; 
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each and each is H; 

R^^ is benzyl; 

R^' is-(CHR\C(=0)R^^; 

m is 2; and 

n is 1. 



[0090] In another preferred embodiment of compounds of formula Va or Vb, R^ is: 
-fCHR^L_.^^W or -(CHRVi^W .(CHRVi-^W or -(CHR')„.,-^W 

R^^ is H, alkyl, cycloalkyl, alkylcycloalkyl, aryl, aralkyl or heteroaryl.. 
More preferably the compound has the formula Vb, 
R^ is: 

-(CHR^L .^ or -(CHR^>^.i^W .(CHR^)„.i^W or -(.CHR^^.,^W 

and 

R^^ is H, alkyl, cycloalkyl, alkylcycloalkyl, aryl, aralkyl or heteroaryl; 
R* is C(=0)NRV; 
R"* is methyl; 

R^ R^ R^ and R^^ are each H; 
W is phenyl; and 
m is 2. 



[0091] In another preferred embodiment of compounds of formula Va, 
R^ is: 

-(CHR^^rr..^^JN -(CHR9)^.i^W 
HR^ H R^ 

R' and R^° are each -OR^; 

R"* is methyl; 

R^ and R^ are each H; 

R^^ is benzyl; 

W is -C(=0)R*^; and 
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m is 2. 

In another preferred embodiment of compounds of formula Va, 



and R^^ are each -OR^; 
R"^ is methyl; 



R ^ is benzyl; 

W is -C(=0)R^^ 

R*^ is-NR^^ 

R^^ is -(CHR\C(=0)R^^; 

n is 1; and 

m is 2. 



rSs: 





R^ and R^ are each H; 
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